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Dear Dr. Lione: 

‘I‘his letter responds to your citizen p&ion dated April 24, 2000, asking the Food and Drug 
Administration (FDA) to withdraw approval of the Today Contraccptivc Sponge (the Sponge). 
Your petition states that the Sponge cannot be used as recommended without frequently causing 
damage to genital tissues that incrcascs the risk of toxic shock syndrome (‘ES) and infection 
with the Human Trllrnunodcficiellcy Virus (HIV). For the reasons that follow. your petition is 
denied. 

I. Background 

The Sponge is a nonprescription contraceptive drug product designed for use by women. It 
consists of a round piece of polyurethane foam and :I spermicide. ‘I’he active ingredient in 
the Sponge is nonoxynol 9 (N-9). a commonly mod spermicide Lhat has been available over 
the counter (UK) for over 30 years (45 1:iI 820 14 nt 82029; l)cccmbcr 12, 1980). FDA 
required the Sponge to be the sub.jcct of an approved new drug application (NDA) before 
marketing. In Apri) 1983. FDA approved VLI Corporation’s NDA 18-683 for the Sponge. 
in 1987, the NDA was translb~ed to Whitehall-Xiohil7s. Wl~itcl~all-flobins voluntarily ccased~ 
production of the Sponge in August 1993 because of manufacturing problems and withdrew 
the Sponge from the market in January 1995. In March 1999, the NDA was transferred to 
Allendale Pharmaceuticals. Allendale Pharmaceuticals suhmittcd ;I manufacturing 
supplement in March 2004. After a thorough review of‘ the manufacturing processes, the 
product labeling, and the saf’ety concerns described in your petition, FDA today approved 
Ailendnle Pharmaceuticals’ supplement to market the Sponge. 

11. ‘I’hc Applicable Legal Stmdd 

The Federal Food, Drug, and Cosmetic Act provides that I:DA shall withdraw approval of an 
application: 

. . if the Secre&y finds (I) thal clinicai or other experience, tests, or other 
scientific data show that such drug is Itnsafc for use under the conditions or use 
upon the basis of which the application was approved; [or’1 (2) that new evidence 
of clinical experience, not contained in such application or not available to the 
Secretary until after such application was approved, or tcs(s by new methods. OY 
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tests by methods not deemed reasonably applicable: when such application was 
approved. evaluated together with the cvidcncc available to the Secretary when 
the application was approved, shows (hat such drug is not shown to be safe for use 
under the conditions of use upon the basis of which the application was approved 
(2 1 IJ.S.C. X5(e)). 

Thus, LO justify your request that the Agency withdraw approval 01’ the Sponge, you would need 
to provide i~~formation to demonstrate (1) that the Sponge is unsafe for use under the conditions 
for which it was approved, or (2) that the Sponge is not shown to bc saf5. I:or the reasons 
discussed below, you have not provided evidcncc to justify withdrawal of the Sponge. 
t:urthermore, we have considered the available evidence (not just that contained in your petition) 
and do not believe the evidence supports withdrawal of the Sponge’s approval. 

III. The Petition’s Claims and FDA’s Kespouses 

A. Nnrmful Alteratious in the Vaginal Knvironmcnt Caused by N-O 

You state that research shows that “in adequate doses and with frequent USC, N-O alters the 
vaginal flora to increase the likelihood that pathogens will survive” (Petition at 3). You cite in 
vitro studies by Ongradi,’ lClebanolf;2 McGroarty: and O’Connor,” and clinical studies by 
Rosen&n’ and Staff‘ord” to support your assertion concerning N-9 and the survival of pathogens 
(Petition at 3-4). We agree that use of N-O alters the vaginal flora but do not agree that the 
temporary alteration in flora creates a clinical problem. 

Normally, the microbial flora of the vagina is lactobacilli, including some hydrogen peroxide- 
producing strains. These lactobacilli help to maintain the vagina’s acidic pli and prevent the 
overgrowth of other types 0F bacteria. At times, the vagina can become colonized with other 
types of bacteria like enteric bacteria horn the bowel (Eschericia coli, enterococcus) or the 
bacteria that cause bacterial vnginosis. tZacterial vaginosis is a clinical syndrome where several 
--__- 
’ Ongrndi. J., et al., “Acid Sensitivity of Cell-Free aid Cell-Associated I-IIV- I Cliilml Iinplications,” ~i/Ck~ 
R~~.sc~~rd~ tttrcl tiuman Rcwn~irur, 6: 1433- I4.36. I 090. 
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species of vaginal bacleria replace the normal lactobncilii and may c;tusc vitlvovaginitis 
symptoms. ‘I’he backG associated with bacterial v;tginosis inclitdc Gardnerella vaginalis, 
Myq)lasma lxmljnis, an$ various (iram negative and Ciram positive nnacrobcs. 13ztctcrial 
vaginosis is a sexually associated condition but is not a specific scsuaily transmitted infection. 
Only patients with symptoms require treatmcnl, and trcatmen t is not recommended for 
asytnplotnatic carriers or male partners. The most common symplom is excessive or tnalodot~ous 
vaginal discharge, but women may also experience erythetna, ecfenq and itching of’thc cxternel 
genitalia7 Many factors contribute Lo alterations in norti~ai vaginnl Flora including: naturally 
occurring changes in hortnonc levcis, antibiotic ttsc. tatnpon use: use of an intrauterine device, 
diaphragm use, spermicidc use, douching, a history of sexually trmstnittcd infections, and sexual 
colltact. 

‘1%~ Ongradi, Klcbanof%, McGroarly, and O’Connor studies wcrc in vitro studies, not clinical 
studies. These studies merely suggest a theorckal mechanism by which ‘N-c) can alter the 
normal flora of the vagina. The Staff&cl and Iictscnskin puhlicali0ns submitted by the petitioner 
report clitiical data from the same group of study sitbiecls and rcpresenl only one clinical sludy. 
Stai’f’ord and Roscnstein author both publications. 

The 199X ranciotnizcd, piacebu-contt.oiled study by Stafford alld RoscnsteitI evaluated the use of 
a 100 n~iiligran (mg) N-9 gel or a placebo gel for 7 consecutive days in 40 won~cn. During the 
study, womctt did not have sexual intercourse 2uId did not use otltcr intritvaginei products. All 40 
women complctcd the study. Transient decreases in lactobacilii were seen in 56 percent of 
woniw using the N-O gci and in 33 percent of women using the placebo gel. In all casts, 
lactobacilli were regained by the seventh day after gel cxposurc slopped. A detailed 
microbiologic investigation was completed art a subgroup of I 6 women in the N-9 group iuld 18 
women in the placebo group. ’ This analysis yielded the following results. 

l Abnortnal vaginal tlora were present with or without depletion of’ lac~obaciili and wcrc 
characterized by large numbers (1 OS colotty lizming units) of @am posilive and Gretn 
negative aerobic bacteria including: staphylococcus species, micrococcus species, 
Eschericia coli (E. coli), 1Clcbsielkt pneumonia, ;u~t Enlcrobacter acrogenes. 

l A&r seven days of gel USC. IIOIW (~?A) of the wotmx~ in the N-9 group and nine (69%) of 
the women in the placebo group had normal vaginal kra. This wits a statistically 
significant difftrence (p <: 0.0005). 

l 01x week later, tight (67%) of the wome~l in fhe N-9 group runcl nine (69%) oi‘ the 
women in the placebo group had norntal vaginal Ilora. 

l The presence or absence of’ hydrogen peroxitle-prodLtcing strains of lactobaciiii did not 
influence the incidence of colonization with other bacterir~ or the rccovcry of normal 
flora. 
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Roscnstcin concludecl that the chluges in vaginal flora seen in the N-9 study did not predispose 
the women to bacterial vaginosis, which is usually characterized by an overgrowth of’anacrobic 
bacterial species. Women who maintained a normal population 01’ lactobacilli wcrc more likely 
to recover normal vaginal ilora by seven days after complcling gel use. 

The Stafford and Rosenstein study and other published studies” suggest that intrclvnginal N-9 
may Icmporarily decrease or eliininale some strains of lactobacilli in the vagina and allow 
vaginal coIoniz&ion with other bacteria. We cl0 not believe thitt these transient changes in 
vaginal flora wzrilnt withdrawal of’ the Sponge q~proval. ‘I’hc c111*lc11t hbel for the Sponge 

warns of possible vaginal irritation. If symptoms were to occur ;IS ;I result 01‘ bacteria vaginosis, 
users of he product arc alerted to stop use lind talk lo ~1 doctor. 

13. N-9 Irritation and 15rosions of the Vaginal Epitheliuu~ 

Data from trials studying N-9 formulations other than the Sponge demonstrate that frequent N-9 
use (more than once a day) may le~l to vagintll irrilation and in some instances may involve 
epithcl ial breach or disruption (abrasions. ulcerations). On January 16. 2003, FDA published a 
proposed rule for C)ver-the-C:ountcl- Vaginal Contraceptive Drug Products Containing 
Nonoxynol-9; Required I,abeling (the N-9 proposed rule) that reviews the scientific literature on 
vaginal irritation associated with N-9 use (68 IX 2254 at 2255 lo 2258). A copy ol’the proposed 
rule is enclosed. The literature suggests thitt infrequeut use of‘%0 products (once a clay or less) 
dots not result in an increased rale of cpithclial disruplion. 

You state that the rates of’ irritation and tissue damage associated with the Sponge arc higher than 
the riltes associated with the use of‘othcr N-9 containing contraceptives (Petition at 9). You have 
not presented evidence to support your assertion that the mtes arc hiyhcr with the Sponge. ‘There 
arc only two published studies that have Iooked specifically at vnginal and cervical irritation rind 
ulceration associated with use of’ the Sponge. Thcsc stud& arc discussed below. 

A study by Poindexter’” compared the incidence of vulvar. vaginal, and cervical abnormalities 
following seven days of N-9 use in three formulations: the Sponge. Conceptrol gel (a cellulose- 
based gel containing 0.1 gram (g) of N-9), and Advantage 24 gel (a polycilrbophil-based gel 
containing 0.05 g of N-9). Conccptrol and Advantq@ (new name for Advantage 24) arc 
currently mark&d in the United States. The Poi ndexter study W;IS a crossover study where each 
subject used each of the three products during different trcntmcnt periods. Despite a washout 
per&d of 2 1 days or more and the requirement for normal colI~oscopy before beginning Ihe next 
treatment, the data demonstrated a trentment period effect for abnormalities seen after use of the 

-- 
(J 

Watts. II.1 I., I>. Robe. and MA. Kroltn, “The Effects ofl’liiw Nonosynol-9 I’rtparations on Vaginal Flora and 
Epithelium, ./ournul of IU&YKII~.Y Disw.ses, I80:426-437, IWO. Gttpta, K.. S. I,. i-liilicr, and T.M. Hooton, T,ffccts 
of Contraceptive Method 011 the Vaginal Microbial Flora: A Prospective Lisalt~at~o~~,” ./UWPI~D/ of /@clwus 
Diseuscs, I8 I :SOSdO I, 2000. Richardson, B.A.. l-1.1,. Martin. and C.E S~evws. “Use of‘Nonoxynol-9 and C:hanges 
in Vagiwl Lactobacilli,” Jufmal r~~‘fnf~~~ims Di.smw, I78:44 I-445, I998. 

‘I’ Poiwlextcr, et al.. “Conprison of Spmicides OII Vulvsr. V;rghl, and Cervical Mucosa.” (o~~I/.~I~c?I)/~o~~, 
53: 147-153, low 
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Advantage product. Conscqucnll y. a valid cornpal-ison belwee~t Advantage-S (Advantage 24) 
and he Sponge ~amot he made. A valid comparison can be made bctwccn the Sponge and 
Conceptrol gel. Bach subject was evaluated by visual examination, colposcopy, and Pap smear. 
‘I’he following conditions were assessed and scored on a ten point scale: redness, pctcchiac, 
ulceration, infection, punctation, mosaicism, leukoplakia, nonstaining squamous epithelium, and 
white cpithelium. Abnormalities of the vulva, vagina, and cervix occurred less often following 7 
days o IY Sponge use, compared with 7 days of Conceptrol gel use. These results wcrc statistically 
significant for findings on colposcopy and Pap smear. Contrary U) the petitioner’s assertion, the 
Poindextcr study suggests that the Sponge is not more irritating and is possibly less irritating 
than a contraceptive N-9 gel marketed under the O’I‘C’ monograph. 

Kreiss’ ’ studied 138 sero-negative sex workers in Nairobi and randomized 74 women to the N-9 
Sponge and 64 to a comparator suppository or cream that did not contain N-9. The women in the 
study used the Sponge an average of 14 times per week for more than 1 year. Women using the 
N-9 Sponge had a higher rate of conversion from II&’ negative to HIV positive. A total of2 I 
women (43%) of the N-9 group and 19 women (3 5%) of the placebo group converted from HIV 
negative to HIV positive. Women in the N-9 Sponge group had an increased incidence of 
genital ulcerations compared to the comparator group. liowevcr, the results were conli,unded by 
a signilicantly higher rate OF genital ulcers in the N-9 group at the tune of enrollment. This 
discrepancy may indicate a randomixation flaw in the study design and raises questions about the 
signi Iicancc of this finding. TIE authors hypothesized that N-9 USC would reduce the risk of HIV 
scroconversion. When study results indicated bhot there was no decrease, and perhaps an 
increase, in 1 ITV scroconversion, the sludy hypothesis was re.jected and the study was 
discontinued. 

You also dispute a statcmcnt made by the sponsor in the labeling of the product that only 125 mg 
of N-9 are released from the Sponge during each USC and argue that the claim ol‘a single number, 
rather than a range, is suspect because the Sponge contains a reservoir of I ,000 mg of N-9 
(Petition at 6). The current Sponge label lists the amount of N-9 in the product as IO00 mg. 
During the initial KDA review. FDA had access to information on the amount of N-O cluted 
from the Sponge during use. Investigators analyzed 54 used sponges to dctcrminc the amount of 
N-9 clutcd during use. The sponges were worn li>r up to 4X hours. with a maximum of three 
coital episodes per Sponge. ‘l‘he investigators found that the range of N-9 relcascd during use 

was 6 to SO3 mg with a mean of 125 mg. Repeated calculations based on original data submitted 
to the NDA revealed a mean ‘N-9 rclcase of 177.3 mg and a median relcasc of 129 mg. The 129 
mg median release of N-9 from the Sponge is comparable in dose to a single use of IO0 mg or 
150 mg Conceptsol N-9 gel. Twelve of the $4 Sponges eluted 300 to SO0 mg of N-9 during up to 
48 hours of use. This amount is equivalent to using two to five doses of other CYI’C: spermicide 
products in a 48-hour period, which is currently pernlittcd under the OTC’ vaginal contraceptive 
drug products rulemaking. FDA’s proposed rule on “Vaginal Chwaceptive Drug Products for 
Over-the-Counter J-human USC” (60 FR 6892; F’ebruary 3, 1995) does not propose to limit the 
numhcr of times an 0°K spcrmicidc product can bc usctl in a 24- or 4%l1011r period. The 

‘I Kreiss, ct al., “ ’ Lfkacy of Nonoxynol-9 Contwceptivc Sp~ge IJse in Prrvrr~t~r~g I k~osext~;~I Acquisition of 
bllV in Nairobi Prostitutes,” ./rlMrl. 268: 477-482, 1992. 
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P(~in&xter study discussed carlicr suggests that use of the Sponge rhr 7 consecutive days causes 
no more, and possibly less, irritation afthc vagina and cervix than other N-9 preparations. Thus, 
you have not demonstrated that Sponge users arc exposed to n n cJKl\ter ~~lllOUllt Of N-9 lhilll LISCI’S 

of’other OTC spermicidal products, and it does not li)llow that the Sponge causes more irritation 
and tissue damage than other N-9 containing OTC contraccptivcs hecausc it contains more N-9, 

The results of the studies examining the use of products containing N-9 and genital irritation 
suggest that increasing frequency of’ N-9 use leads to an increasccl mcidcncc of irritation and 
sometimes to vgginal and cervical lesions involving an epithelial breach.” However, thcrc is no 
convincing evidence that Sponge use is associated with a higher incidence oI‘ these cvcnts than 
use oi’othcr N-9 formulations. It is unclear how much cpithclial disruption or vaginal 
in,flammation should be considcrcd normrl. In studies whcrc sexual intercourse is allowed, it is 
dif’ficult to tell whether cpithelial changes resulted t’rom sexual intcrcoursc or li-OIH use ol’ the 
N-9 pIw~11ct. 

c:. Increased Risk of HIV Transmission 

You state that the tissue damage caused by the Sponge can increase the risk of1 IlV transmission 
(Petition at 1, 5, 8). 

FDA agrees that frequent USC of products containing N-9 has 1.1~ potential to increase the risk of 
IIIV transmission in a population at risk for contracting HIV. One randomized, controlled 
study’-’ conducted in women at high risk of’I41V showed that usin, (J a 52.5~mg N-9 gel more than 
three times a day wets associated with an increased risk of I IIV transmission. ‘1‘1~~ authors 
hypothcsizcd that this increased risk was related to tllc dctcrgcnt-like cffccts of’ N-O and that the 
resultant vaginal and cervical irritation could disrupt or weaken the cpithelial barrier. On May 
IO, 2002, the Centers fbr Disease Control and I’revc.ntion (OIX) puhlishcd a report” warning 
women that N-9 contraceptives do not protect against HIV and other sexually uansmittccl 
diseases (S’I’T)s). On June 28, 2002, the World Health Organization (WIIC)) issued revised 
public health guidelines” Ibr the use of N-9 for HIV rind S’I‘U prcvcntion and for pregnancy 
prevention in populations at high risk for HIV. The WHO guidehncs advised that “spcrmicides 
containing N-9 do ~1 protect against IIIV infection and may ewn increase the risk of’1 1IV 
infection in women using these products fquently.” The guidelines advise women at high risk 
of I-11’4 infection to avoid using N-9 spermicides for contraccptinn. 

Ii Van Danme, L,. et al., “Effectiveuess ofCOl.,-1492, n Nonoxynol-9 Vaginal (id, on I IIV-I ‘Trawnission in 
Fcmalc Sex Workers: a Randomized Controlled Trial,” Lmw/. 360: 97 i--977, 2002. 

I“ Centers for Disease Control and Prevention Ciuidelitlcs Syslenl, “No1wxy1~+0 Spcrmicide Corltrxeption Use- 
llnitecl States, I999,” h’~~rhdi~y mlj Moridi@ Week/y I\‘epor~. 5 1389-392, 2(102. 

” WI 10 Press Release WKMS, “Nonoxynol-9 Incffecrivc in Preventing HIV Infection.” June 2002. 
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(‘In .ianuary 16. 2003, in response to concerns about N-9 use and 11x risk 01‘ HIV tr;msmission, 
FDA published tltc N-0 proposed rule that woulci require new label slatcments fix all O’I’C 
vaginal contraceptive drug products containing N-9 (08 I%? 2254 at 2250). “l‘hesc slatcmcnts 
would advise consumers that vaginal contraceptives containing N-O do nol protect against 
infection from I IIV or other SI‘Ds. The label would ills0 advise consumers that 1Lcqucnt use of 
vaginal contraceptives containing N-9 can increase vaginal irritalion and that this incrcascd 
irritation may incrcasc the possibility of transmission of I-IlV and other S’I’Ds firm infected 
parlners. 

Although the proposed rule has not been finalized, FDA has asked the manufaclurcr of the 
Sponge to add warnings concerning 1 W transmission to the lahcling of the Sponge when it is 
reintroduced to the market. We believe that these warnings adequately inl’orm consun~crs of the 
potential increased risk of E11V-tral7smissio~I associated with use of‘ the Sponge. ‘I’he specific 

Sponge warr-hgs concenling HIV arc set out below. ” 

‘h outer carton of the Sponge, as approved fb~. JCjntroduclion lo the market, contains the 
following warning and label statements: 

Sexually transmitted diseases (STDs) alert: This product does not protect against the 

AIVS virus (HIV) or other SIB. 

Ask P doctor before USC if you htrvc R new partner, Jmltiplc sex partners, or unprotected 

sex. Frcqucnf use (more than once a day) can incrcasc vaginal irritation, which may 
increase the risk of getting the AIDS virus (I IIV) or other S’l’Ds from infcctcd partners. 

Stop USC and ask 11 doctor if you or your partner get burning, itching, a rash, or oljler 
irritation of the vagina or penis. 

Correct use. of a latex condom by your partner with every sexual act will help reduce the 
risk of transmission of the AIDS virus (I IIV) and many SI’IX. 

Do not lcave Sponge in wrgina for longer than 30 hours. 

‘I’here is a consumer intbrmation leanet inside the carton that. conlains the ibllowing additional 
information relating to the risk of 1-W transmission: 

Studies have raised safety concerns that frequent use (more than once a clay) of prociucts 
containing nonoxynol 9 can increase vaginal irritation. which may increase the risk of 
getting the AIDS virus (HIV) or other S’I’IX from infected partners. Vaginal irritation 
may include symptoms such as burning, itching, or a rash, or you may not notice any 
symptoms at all. If you use these products liequently andior have a new sex partner, or 
unprotected sex, see a doctor or other health prof’essional l’or your best birth control and 
met110rls to preveJlt S’I’DS. 

- 
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Correct USC of‘ a Iatcx condom with every sexual act will help reduce the risk of getting 
the AIDS virus (I-W) and other STDS from infected partners. 

111 sum, FDA has concluded that the Sponge as labclcd for reintroduction into the market 
appropriately warns users of the potential for increased risk of 1 IlV-transmission associated with 
use of the product with an infected partner. Accordingly. we have also concluded that youl 
arguments concerning an increased risk of‘ HIV Iransniission do not provide a basis to withdraw 
approval of 11x Sponge. 

n. Increased Risk of TSS 

You assert that by damaging the vaginal iu~d cervical epitheliiim. the Sponge can increase the 
risk of ‘I’SS, and you request that approval of the Sponge be withdrawn on this ground (Petition 
at 1). You previously submitted two citizen petitions asking that al~proval of the Sponge be 
withdrawn because of risk of TSS. ’ 7 

In our August 28, 1997, response LO your previous petitions, WC cot~~luclecl that the slight risk of 
TSS associated with use of the Sponge did not warrant withdrawal oI‘ its approval. After 
reexamining the evidence concerning the Sponge a1~1 ‘IX, we contitnle to believe that the risk of 
Sponge users acquiring ‘I‘% is small, the warnings about ‘ES on the labcling of‘ the Sponge 
appropriately address concerns about ‘J’SS, and withdrawal of approval of the Sponge is not 
warranted. 

In March 2000. FDA’s Division of Drug Risk Evaluation I pcrformcd a postmarketing safety 
review ofthe Sponge Cand identified 156 cases ol‘ possible ‘I‘SS. llctween I983 and 1994, there 
were 89 cases that met at least 3 of the 5 CJX criteria (or ‘J’SS diagnosis. Fourteen of the 89 had 
other possible contributing factors such as mcnstruaCon and/or possible tampon use within 7 
days. ’ g In 85 percent of suspected ‘PSS cases, the women used the Sponge I’or no more than 30 
hotrrs its instructed 01% the label. IiDA’s Adverse l~vcnt Reporting System records show a decline 
over time in the number of annual reported casts ol’suspected Spotlge-associr\teri ‘1% Jbllowing 
initial marketing of the Sponge. In I983 and 1984, there were a lotal of 35 cases where 
individuals met at least three of the live diagnostic criteria for ‘I’SS. In 1993 and 1994, seven 
such cases were reported. ‘l‘hc literature suggests that there were approximately 1 .5 million 
American women using the Sponge each year duritlg the mid- 108Os, making the actual 
occurrcnc~ of ‘I’SS quite low. 10 

‘I’hc outer carton of the Sponge as labeled for reintroduction to the market contains the l’ollowing 
warning statcmcnt conccruing ‘I‘SS: 

8 



Docket No. 19831’-0187/c:P3 

Toxic Shock Syndrome: Some cases 01’ Toxic Shock Synrl~~~mr (7’SS) have been 
reported in women using barrier contraceptives, including the sponge. TSS is a rare, but 
serious ciiscase that may cause death. Warning signs of ‘I’SS include fever, nausea, 
vomiting, diarrhea, muscle pain, dizziness, Ihintncss. or a sunburn-like rash on face 01 
body. If you have any of these signs, remove the sponge T inA gel medical help right 
2lWLl)‘. 

The consumer information leatlet inside the carton contains the sa~nc warning, but ends with the 
following statement: 

You can avoid tltc risk of’ getting sponge-associatetl ‘J‘SS by not using the sponge, 

In sum, FDA has concluded that the small risk of TSS associated with lhc use of the Sponge does 
not .justify withdrawal of its approval. We believe the warnings in the labeling of the Sponge 
adequately advise consumers of this risk. 

IL Adverse Events Ilnderreporting 

You state that Sponge users may not be aware of the tissue damage associated with use of the 
Sponge, so that consumer complaints represent only a small fraction of the women who may 
have cxperienccd harm (Petition at S-9). You also state that young pcoplc may not rcpovt 
complaints because of embarrassment and prisacy concerns (Petition at 0). 

WC are aware that adverse events are underreported in general, and lhat adverse events 
assocjatcd with OTC products may be more underreported than those associated with 
prescription products. WC agree that one possible cause of undcrrcporting in this instance is that 
women may not have symptoms associated with vngitlal irritation. We also note that there are 
many causes of intermittent asymptomatic vaginal intlammation aside li-om use ol’N-9 
containing products. Such inflammation may occur bccausc of tampon use, barrier contraceptive 
USC, sexual intercourse, bacterial vaginosis, candida, and cxJ~~surc to other agents like soaps, 
vaginal moisturizers, and douches. We believe, however, the label warnings and the consumer 
information leaflet for the Sponge adcqualcly communicate that use may be associated with 
symptomatic or asymptomatic vaginal irritation that may increase the risk of acquiring tIlV and 
other ST’ns from an infected partner. The Sponge ttlso carries the warning that use of the Sponge 
dots not protect against NIV or STDs and that use of a latex condom does protect against these 
infections. Therefore, your arguments concerning the potential underreporting of consumer 
complaints rclatcd to Sponge use do not alter our conclusion that approval of the Sponge should 
not be withdrawn. 

F. Removing the Sponge 

You state that removal problems are among the problems most commonly reported with tlte 
Sponge. “In the course of removing this product. prolonged exposure of the vagina to 
spermicide and additional vaginal clamagc may occur as a WOIINJII 1 sic] attempts to probe her 
vagina to remove the Sponge” (J’etition at 8). 

9 
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WC do not believe that the possibility of removal problems constitutes a valid reason f01 
withdrawing approval of the Sponge. ‘I’he current labeling for the Sponge contains cicldxl 
written and diagrammatic instructions for proper ranoval of the Sponge. In addition, the 
labeling provides instructions for r-cmoval when the Sponge is upside-down. torn, or seems to be 
stuck. A toll-free phone number is provided. and won~n are directed to a healthctue provider in 
situations where suggested maneuvers have not resulted in successful and coniplcte Sponge 
removal. A w01nm is unlikely to cause injury by examining her vagina with her fingers to 
remove a vagind contraceptive. 

For the rcasons discussed above. your request that we remove the Sponge from the market is 
dmied. ‘I’he available evidence does not show that the Sponge is unsafe for use under the 
conditions of use for which it is app~vcd or that it has not been shown to be safe under those 
conditions. Accorciillgly, we conclude that no grounds currently exist lo justify withdrawal of 
approval of the Sponge. 

Sincerely, 

Steven K. Cakxm, M.D., M.P.H. 
Acting Director 
Center for Drug Evaluation and Research 

Enclosure 

IO 


